M-cadherin (Beauchamp et al., 2000; Irintchev et al.,
mals injured 2 days previously by intramuscular injection of cardiotoxin (2d CDTX) were examined (see Supple-1994) . By sorting these cells on the basis of donor marker and/or cell surface marker expression and anamental Figure S2 on the Cell website). Flow cytometry revealed donor-derived GFP ϩ cells in both the myofiberlyzing their myogenic capacity both in vivo and in vitro, we reveal significant differences in the myogenic properassociated and interstitial cell compartments of both injured and uninjured muscle of BM-transplanted anities of muscle-resident cell populations and of cells that home to muscle from the BM and/or circulation. In addimals ( Figure 1A ). The majority of these GFP ϩ cells expressed the pan-hematopoietic marker CD45 (Johnson tion, we describe markers of highly enriched myogenic precursor cells, allowing the prospective isolation of a et al., 1997). CDTX injury increased the frequency of BM-derived GFP ϩ myofiber-associated and interstitial population of cells that gives rise to skeletal myocytes at a clonal level and with high frequency and demonstracells ( Figure 1A ) ‫-01ف‬fold and 3-fold, respectively, likely reflecting an injury-induced recruitment of inflammatory ting that these cells do not arise from hematopoietic or other BM precursors.
cells ( to BM-derived myofiber-associated cells from either ciated mononuclear cells were then released from beinjured or uninjured animals) of FACS-isolated GFP Ϫ neath the basal lamina of isolated fiber fragments through (host-derived) myofiber-associated cells did form round, further digestion with collagenase/dispase. When isomyogenic colonies, which, in differentiation medium, lated from control, untransplanted GFP transgenic aniinduced expression of MyHC ( Figure 1B) . The lower permals, myofiber-associated cells cultured in vitro formed centage of endogenous GFP Ϫ cells forming colonies in colonies under myogenic proliferation conditions that these assays, as compared to experiments using control could be classified into two morphologically distinct cells isolated from the muscle of GFP ϩ transgenic dotypes: ‫%5.62ف‬ of the colonies were of small, round nors (Supplemental Figure S1 ), likely results from concells, and ‫%5.37ف‬ were of large, fibroblast-like cells tamination of sorted GFP Ϫ cells with myofiber debris (see Supplemental Figures S1A and S1C at http://www.
that cannot be easily distinguished by FACS from cells cell.com/cgi/content/full/119/4/543/DC1/). Upon inducnot expressing GFP. Thus, in this system, BM-derived, tion of myogenic differentiation, round colonies but not muscle-engrafted cells do not adopt myogenic cell fates fibroblast-like colonies contained cells that expressed on their own, whereas endogenous muscle precursors myosin heavy chain (MyHC) and fused to form multinudo so robustly. cleated myotubes (Supplemental Figure S1B) Table S1 ). uninjured or 2d CDTX muscle of untransplanted animals displayed no myogenic potential either alone or in coculDifferences were also apparent in the ability of GFP 
